This review assessed the efficacy and safety of trazodone for the treatment of erectile dysfunction. The authors' tentatively concluded that trazodone may be a helpful treatment for erectile dysfunction, particularly at higher doses and in men with psychogenic erectile dysfunction. The authors discussed some of the limitations of the review and rightly advised caution when interpreting the findings.
Participants included in the review
Studies that included men with ED were eligible for inclusion. The mean age of the participants in the included studies ranged from 38 to 65 years (mean 48 years). The cause of ED was definite or probable psychogenic ED in about 80% of men, vascular in about 9%, diabetes-related in 5%, and of mixed or unknown cause in about 6%.
Outcomes assessed in the review
Studies that assessed clinical outcomes relating to ED were eligible for inclusion. The included studies used a variety of outcome measures such as successful sexual intercourse (which was the primary review outcome), a study-specific sexual function questionnaire, or an overall definition of treatment response (patients happy and no problem with sexual activity, erections improved, or degree to which medication worked). Adverse effects and withdrawals were also assessed.
How were decisions on the relevance of primary studies made?
Two reviewers independently selected the studies for inclusion and resolved any disagreements through discussion.
Assessment of study quality
Validity was assessed based on concealment of randomisation (scored from 1 for poor quality to 3 for best quality), blinding of the participants and investigators, use of intention-to-treat analysis, and the percentage of participants who withdrew or were lost to follow-up. Two reviewers independently assessed validity.
Data extraction
Two reviewers independently extracted the data in a standardised manner and resolved any disagreements through discussion. The percentage of men achieving a positive treatment response, reporting side-effects and withdrawing from the trial, were extracted for each study where possible. For one partial crossover RCT, only data collected before the crossover were used.
Methods of synthesis
How were the studies combined? The characteristics of the included studies were summarised in the text of the review, while the results of individual trials were tabulated. For studies comparing trazodone monotherapy with placebo, the pooled weighted relative benefit increase (RBI) and 95% confidence intervals (CIs) were calculated using a random-effects model for the outcome 'positive treatment response'. The weighted relative risk increases and their 95% CIs were also estimated using a random-effects model.
How were differences between studies investigated?
The authors stated that statistical heterogeneity was assessed (using a significance level of P<0.1), but no details were reported in the paper. Studies that assessed successful sexual intercourse attempts were discussed separately. The results were analysed separately for studies of men with psychogenic ED, physiological ED and ED of mixed aetiology, and for different doses of trazodone.
Results of the review
Six RCTs (n=396) were included.
One RCT reported an adequate method of randomisation and allocation concealment. Five RCTs were stated to doubleblinded.
Efficacy.
The two RCTs assessing successful sexual intercourse attempts found that trazodone with and without yohimbine significantly improved the likelihood of successful intercourse in men with psychogenic ED. The RBI was 5.0 (95% CI: 1.7, 15.2) for the RCT comparing trazodone with placebo, and 4.5 (95% CI: 1.5, 13.9) for the RCT comparing trazodone plus yohimbine with placebo.
Trazodone monotherapy versus placebo (4 RCTs, 209 men): trazodone increased the likelihood of a positive treatment response compared with placebo, but the increase was not statistically significant. The pooled RBI was 1.6 (95% CI: 0.8, 3.3).
The results for treatment response according to type of ED and trazodone dose were also reported in the paper.
Adverse events.
Not all studies reported withdrawals and adverse effects. There was no significant difference between trazodone and placebo in the proportion of withdrawals for any reason, or for withdrawals due to adverse effects, but the CIs were wide and the authors stated that an increased risk of adverse effects could not be excluded. The RBI was 1.0 (95% CI: 0.4, 2.5) for all withdrawals (4 RCTs) and 2.6 (95% CI: 0.8, 8.6) for withdrawals due to adverse effects (3 RCTs). Data on specific adverse effects were not uniformly reported. There were no statistically significant differences between trazodone and placebo for specific adverse effects. The most common adverse effects in men treated with trazodone were dry mouth (19% versus 11% with placebo), sedation (16% versus 6% with placebo), dizziness (16% versus 0% with placebo) and fatigue (15% versus 8% with placebo).
